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MT;v^^v*Jv**-^V'a-^'>»> -:;»7;^4r;v*;v^^^'f^v:t^v*. ^1®^!!^ 
?!v*;w^^^;v^> -:.ig:jgi7;v^;v*;v.<^^;v*. ^"^^^t^^l;;;*^^;^^:^ 
9^^^Am. ^ymmT;v^;v75y*. 5;«7;v^;vt5/*S:U^t;v^>'^ 

ri^WT;v^Jw*JW>-^^n/:a-^->^J > ^*y«:/Si7;v^J^*^^^^'^^^^^J ^ 
^aSj. r^y®mT;v^;v7^y»J . rv1g:«ftT;v^;v7 5 y t LTii. 
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^-v: 19/ 



yuivt ^7^7?u;vi. ^vf7v-;;v^. ^^^v-;;v^. ^v^^yu;w». 

7?^;vS. l-'f>K'J;v»> 2-^>K';^v*. 3-^vFV;v»> 2-J^V;v» 
2— 2--7^9v^^v*. ^ 
V?e?v;vi. 2- (T 5-^7f-vs^-;v)^. 2- (1. 8-^^^^^,^5!^> 
I?v^^<^^m^^. 2-^>'^/ [g] 2-if'; K [g] ^/'J/*^ 2 

>y'j;v»> 3-eu K [g] '>>y';;v«. 2--<>v^ [g] ^-^^'J 2 ^ 
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'^-v^ : 20/ 



y^/ M 7-fe*f-V-;v^. i--<yv^[b] enuy-;v«. 2--<>'V[d] i^nu 
s;-;!.* 3— <>v^[d] trnijv^;v«. i--^'^y[b] e-^';vV»> 2--^>; 
[el tr-<Uv;w^. z-^yv [e] e-^Ui^'JV^^ 4— <>V [b] 
l-^y^/ [c] -^^^^-^^l^V^ 2-^W [d] ^^-JJ-^f- Wf ^- 

3--<vy [e] ^^^^^v>'^^-;v^> 4--<VV [f] ^^^j-^-^v>>f 

y.f^^;^^. 3-^>y [c] -.y^^^u-^^^-^v^. 4--^>'V [c] -^f^ 

[d] 3--<vv [d] ^^vU^^^^ 

y [b] t?^9^^-->v&^ [b] 4^^if-^9':^-;v». 2--<>v [e] 

tf^^':;^;v^. 5--<>y [f] *^l^-^vv-;v^> 6--<>y [b] ^^^ti-?7v 
r.;v*. 2-i^°U K [b] xh7kK0 7 9^;v»> 3 - 'J K [b] xh-7t Fn77 
K [b] Fnlf7^;v^. S-lf'; K [d] rV^Uhnb^ 

4-^1; K [b] xh7l:KDbr9^JV^s 2 - t? 'J K [ e ] U -;V^. 

^-ifUK [e] t!'jK [b] 2-^>V[d] ^TV 

y^^^.m.. ^U7;^:i-^^^;v^. •=Ey»7;v^;v75y^. v1&j^7;v 
^;v7^>^S.t^7JV'5&y^;v^76^'»tb<. TKm*. 'fem7;v^;v« mm^T)^^)^ 
^ii ^^>lC7Km«. ^Nny>lf,^=-Xt±7^^&tr«m$tt-Cv^T^>iv>o ) . ^^7;^ 

^y-g:jgi7;v^;v5t?;v**-^v^^->^^ i;'g:m7;v^;v*;wt^^ v 
K ^ y'g:igi7 ;v ^ * ^ J^S> ;v ^ * ;v/-^'-=e ^' -'v*. -> a 7 ^ -'i' 

»S.tJ^7;V5!;^^^v***.t «5»^L,^*o --"^^ Qii)«^-r3M~8M<^--rn^ri3 
r®iSi7;vi^^;v^J . r®m7;v:n^->^J . ^Nur^M^J > [^^ff ^^^J 

;vj5,;v/N*^^;v^J . rv^i&m7;v^;v*JWN*^^;v»J . ^^^i^r^^Ji^f: 
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^-i; : 21/ 



(1) (T)^'^' 
-WC^ (II) ■C'^^tL^Y:^^ (IV) 

[0 0 7 91 



Ub4 21 



O 



(IV) 



-^^ (V) 



10 0 8 11 
m4 31 




(V) 



<) — ;H6i 

-SS:^ (VI) 
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LX\t tf-iUv-;v«> ii°nuy-;v*. T-b*^v-^v«> ^j^^ii^U v-;vs> ^ L. 

[0 0 8 71 
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^-v^ : 23/ 




[0 0 8 8] 
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^-v^ : 24/ 




[0 0 8 91 

004-3099190 




tilfE#2 004-3099190 



#® 2003-330758 



✓>^-':;: 26/ 




[0 0 9 01 
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^-z^: 29/ 



10 0 9 21 

N-^f-;v-N- (i->f-;vbr-^'jy>'-4-^;W -4-[4- (e-^^jv^-i- 
N- (i-;l^;vbr^uy>'-4-^;v) -4 -[4- (e^u5?:^-i->f^v) ^-^'^ 

y>- 1 --f ;v]^>^T5 K (2) > 

N_>^;v-N- (l-->^'n^f-;H^--<'; v'>-4-'f;i') -4-[4- (li'N.Jv^ 

_1_^;V) tf/^i'j 1 -'f-'l']^>'^7 5 K (3) . , . , 

N-^f-;v-N- (l-vi^n^>^;Vbr^Ui^>-4-^;v) -4-[4- (li^Uv 

N->f-;v-N- (l-v'^n^i*r->;Vt:*-^Vv^>-4-^JV) -4-[4- (t:^'; ^ 
v_ 1 -xf ;v) ti'/vtvi;:/- 1 -^;v]-^vXT^ K (5) > . . r. 

(1 -v.i^n^^v;i/^f-;vii*^i; v^>-4-^;W -4-L4- 

)}/) \^^V'J>-1-^ J^l^^^T^ y (6) - ^ ^ 
N_^^;V-N-[ (3R) -l-v^n-^V^;Vtrn';v>-3-^^W ]-4-[4- 

4_[4- e-<'J>:?>-l-^^V]-<>^T^ h (8) > ^ 

N-^^;v-N-[ (3R) -i--<>'y;n^°nvi^>'-3-^;v) ]-4-[4- (H^ 
i)y>'-i-^^^) tf^U v:/- 1 --f F (9) . , . 

N-^f-;V-N-[ (3R) -l--<>'i^;vti°nU v>-3-^;v) ]-4-[4- (1^-^ 
nc;y_l_xf;v) if ^ ij - 1 - ^ ;U]^>XT 5 K ( 1 0 ) > 
N- -4-[4- 

3 4 > 7 n Kn-f V^y; > ( 1 2) ^ 

i'_ 14- (4-e^i; v?>- e^uv:^-i--f ^^]^>v>f;v- 1. 2, 

3 4— •f-h^tKn^yUV (13) > 

i'_ 14- (4-tr^i;i;y-i-^;W e^u 1 4 -7^ 

N->^;V-N-[l-(li°'J 5 v>-2-^^l') Vf^Vv;>-4-'f;V]-4-[4- (li 

N-^^;v-N-(^:r7x>-2-^;v) ^f;v-4-[4- (tf^uvv-i-^^v) 
N-p^-5^;v-N-7:c^^;v-4-[4- (e^vi^v-i—f^v) tr-^V'^v-i-'f 

1- 14- (4-f-<Ui-*>-l-^^^) (3 

4 - v-7;v>a-n 7 i-;v) tTnUi^v (1 8) ^ , , 

\1 )4_ (l-e^'Jv^-l-'f^V) if^Vi;>-l-'f^^]-^>'^^^»^^'^'>''^^ 

nI^VV-n- (i-p«^;ve-^'jy>'-4-'f;v) -4-[4- (enuw-i- 

^ ;v) tf^'J >^>- 1 -'f^l^l^^XT^ K (2 0) WiUV>o 
[0 0 9 3] 

N-;<f-;v-N- (i-^^;vt?^vy>--4--f ;v) -4-[4- 1 

N-W;v-N- (i-^^;vi^-<US^>-4-^;v) _ 5 -[4 - (ii-^V i - 
^;v) e^vi;>-i-'<^Htrvi^v-2-*;v^^^5 K (22) . 
N-^^;v-N- (i-pt^;vtr^i;y>-4-^;v) -4-C4- (4, ^-'Jyj^t 
ne^v v^>- 1 -'f ;v) tf^v 1 jvi^vXt^ k (23) . 
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^-y. 30/ 



2-[ (4-l^^'Je;>-l->f;V) e^Ui^V-l-f^Vl-S- (4-vTy7^:-;W 

2-r4- e^i;i;>-i-^;v]-5- (3->';7;v^n^ 

^;V7i-;V) tf V (2 6) > , . c c5/7nn-7 

2-U- (e-^';v>-l-^^W tf^uy>-l-f^l^]-5- (3. 5-v^on7 

i_[4- (3-^>'^^^^ 

1_ (i>f/«<i;y^'-l-'f;v^^;v) -4-[4- (li'^v i ^ 

_ 1 _^ ;lx]^>'-fe*V (3 1) #W^UV^o 

1 ,^-.ifito+&A> -7-^riuB&4g a^N^MJ^, ✓':x'7mm, < 1/ 

mmyj'm i ] 

(la) 
[0 0 9 7] 



ffiiE#2 004-3099190 



#^2 0 0 3-3 3 0 7 5 8 ^^'^ • ^l/ 



Ht4 4] 




(la) 



(Ila) ^^^^^ 

10 0 9 81 
[^1:4 51 

, (lb) 
[0 0 9 91 
61 



If T 




R** r2 



(lb) 



r^* X' R'JSLXTR'ii. (la) ^C:fe^t*X^ X^ X\ R^^^ 



[0 1 0 01 
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y^-'j: 32/ 



Hk4 71 




(1-1) 
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^-y : 33/ 



t e r t h ;w:jc::.;vS^^M7;v=: ^ 



-r-*^or*.J:< -^Jxif^ ^^^^^ ^f->'V'»> ^ne;!/*. -fvyni-;vs> tert- 
5$r.S4o4m7rv?;vi^T2. 2. 2-^U^^^^^;v*#^.^o®^7;vJ^ 

-^iVa) -c^^n;i,'fb^i^^. -^^ (Ila) t'^tt^Y^^i^:fev^-c. R^^;^-W^ 
•r*to^><^-e^o-c^>J:<. h';^^v:^>^^-;v. vp«^;v 

5 (i-i) xm^fi^^t^m^^m-r^^tii^r^^^o ^^^^^^mm(Dm^^ii^ 

'^u^Tf-^f ' ^;v-^X . ^ • :^-5tr^-y ^ • '>V^r->X (Protective 
Groups in Organic S y n t h e s i s ) . T. W. ^^U - > (T 
W Greene) John Wiley & S o n s ( 1 9 8 1 #) #.^] 

tbiEi^ 2004-3099190 



#M2 0 0 3 -3 3 0 7 5 8 ^ • 

m^tis^ 2 ] 

(Ic) 
10 10 91 
^1:4 81 




(Ic) 



$k*'fb^i»i;> --^^ (Id) 

[0 1 1 01 



Hb4 91 




(Id) 



) 

[0 1 1 ll 
l>ffc 5 0 1 



1 




(le) 



[0 1121 



ttiiE# 2004-3099190 



#02 0 0 3- 3 3 0 7 5 8 ' ^5/ 




(1-2) 



-m.^ (If) 

[0 1141 

m5 2} 




(If) 



'(b-a-i^ii^ (lib) 

[0 1151 



UifE#2 004-3099190 



S^m 2003-330758 



^-i^ : 36/ 



I'fb 5 3 1 



N 




(Ig) 



H j; 0. (1-3) 



10 1 1 61 
l<k 5 4 1 




(1-3) 



fiiitmi --^i (ic) . -^^ (Id) 

iL'i4kit^fet^^v.-c^^i-<i>m^'^«-c*a-^^ (If) -c^^tu^^b^^ti 

\) -^^ (la) x^m^fizit^<^i^^f^rjv^)i^^mt<Dm^ 

2) -5^ (la) ^m^fiiit^mt^^rji^^)^y^mtKmLfz<k. ^m^^y ^ ^ 

!)^-^5TarT-Sf£Mb#^^M^^^T. m^^l. (>V^I.t;v 

i° ^ l4.L-fe-k^^ri3v^-c ^fiS;$*t;&-^^ (Ib) > -Wc^ d-D > 
^ * ^oilf If (lef (1-3) -e^$tL;5><b'^!^(i> S-^^^ 

.^i"JU JS^y^f ^^^^^^ ^^2vr,i?? 't?^Vf f * 

ffiSE#2 0 0 4-3 0 9 9 1 9 0 
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^-V : 37/ 



> H 3 ^^W^^mm.--<0 N « - m e t h y 1 h i s t a m i n e ( ^ ^ ^ T ^ 

hi:LT:t^>&t^'f^fflt-*o R-a-me t h y 1 h i s t a m i n e (««^KlT=f 

(^in vitro-eO'f^ffl*^L<ia«1-^o 
[0123] 

[0 12 5] 
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^-i^: 38/ 



[0 12 61 

lB*7t:0> 0. 0 1 ~ 1 0 Omg/k g. 0^ L< ^iC. 0 3 ~ 1 m g / k g 5r 1 ~m 
(ll^c33'^t■C^ ^Tt^^^PS^cT^^-^ti, 0. 001~10mg/kg.$f$L<(iO. 0 

0 1-0. imgykg^i-mmK^ifx^^-r^::ti!j^x^^f)K :i(DmmKmM^ 

10 1 2 71 

^mw^w/jum^mm. mn^ihw^. ^nxf^mnm-^n^^zn'Lxx^m^^ 
n^j:imjL\t2m)i>x±.(Dmmtm.^^t>^x^m't^:^hi)^x^ho ^(^id'^a^-^t? 

l.xm-rh^tij^X^ho 
10 12 81 

^m^. m^jt^fz%mxt>^xi,x\^^o ^mmmn<^^^mt. mm±m^^hixx\^^^^ 

) x^^M ii°^y 'J^-'m^^x\t^<om^m\zf^^^ihh^tmmmmnt^m±m^ 

(oit^^mh^mmmnt^nnkzumtLx'^hix^^-commo^^^-. 2) 5js;5i5g<7)>fk 
-^j^iiWffi^Bm^ji: ^gij>5r kzmMithxnhM2m.<r>mm<on—ism-m^x(omn^^ 

. 3) *^^<^'fb^%t#ffiffl^^fiJii?-glJ>^tCll^J'fbLT#ibtt;6 2«O»JO|^-^£-§- 
@{^-e(^^PB^m^:^5V^-C^0^-^. 4) :=ifm^<7)it%mtmmmmnt^^\\^{zuni\:\.x 

nhM2m.(^mM(omfi^^^'m^x(r>mm^^. 5) 3jc|&§g<^>>f{i^j^i:^^^^^ji: 

^m^\zmmY.vx%hix:h2m.(omn<o^■^J::b^^'m^x(Dnmm^^^^x<r>isc^^ m 
k.\i. :^^^<oi^^m. ^mmmn<Dm^x(D^^'. ^:h\*^\tm.(Dm^x(o^4-) 

:^^m<r>--^^ (I) x^^ixh\i^')vvmmi^xkt^(Dm^mzmm-'^f^ 

10 12 91 

:i-;6-S#ffiffl^^Ji^®fflT^^«im?Sr&5t»i:LT{i, -efO^TO i^U iJ^W^g (glitaz 
ones) [Mk.kt=y^') (ciglitazone) > y)Vir^)yVz^ (darglitazone) > 

(englitazone) , -f-^-^^V^W (isaglitazone) (MCC-555)^] > tf^^-i^'; 
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: 39/ 



(pioglitazone) > n i/ ^'J (rosiglitazone) > hOiJ^iJ^'VV (troglit 

azone) ^ BRU9653^ CLX-0921> 5-BTZD^ GW-0207s LG-10064U LY-300512^(^ P P A R 7 
T^—:?.V ;2)p< h*;i/5> (metformin) ^ (buformin) > y3.>yi^?}^^> 

(phenformin) m<7)h[^7i-^ VM I 3)ynx-r v^n -> > ;JnJ^ 7 r tJ' --^f-lBIS^^fiJ ; 4 
)T-th^^-9-5 K. ;^D;v/n/N-5 K. 'J7\:f^^:^ (diabinese) ^ K ( 

glibenclamide) ^ i^^'UtfvK (glipizide) ^ W^') K (glyburide) ^ K 

(glimepiride) , ^^'J^^v^K (gliclazide) ^ ir^)^y'J}f (glipentide) ^ ^^J^ 
K> (gliquidone) ^ iJ^V K (glisolamide) , Yy^^ Y\ V^<D:^ 

}V7i^~)Vr^U7 ;5)U^-i^^}-h^ (repaglinide) . i-y-^'J-V (nateglinide) 
i?' >; ^ - K (megl i t inides) ^ ; 6) T :^ ;v ^K- :^ (acarbose) . T ^° v > (adipos ine 
) . (camiglibose) . J-^^^V-r-b (emiglitate) > 5.if^)Y-)V (m 

iglitol) . (voglibose) . T'^S^^i/^-Q (pradimicin-Q) . -^A^^:^ 

(salbostatin) . CKD-711> MDL-25.673. MDL-73,945^ imum<0 a - ■Sr }V a yr 
\i Fndrv7--fe*M^ : 7)-r ;^i5' h (tendamistat) , VUT^i^^y (trestat 
in) . A 1 3688^<;o a -7^ 9 --H|?a#^J ;S)V y^f'} <J K (linogliride) , A-4166^ 
O'f >';^'; ; 9)i'n^^v;i/ (clomoxir) , aLh^^v;v (etomoxir) m<D 

J3tJ3*i?m'fkmiJ^J ; 10)5 ^^*U V-;v (midaglizole) . (isaglidole) 
. 7*1; K-;V (deriglidole) > -f^V^-y-^ (idazoxan) . juyu^^> (earoxan 
) , 7;WN-n^-g-> (fluparoxan) ^OA27 > iJ' h ;il)t:*:t^ (biota) , LP-lOO 
^ y/'f^tfK^ insulin detemir, insulin lisproN insulin glargine^ 'i>:^^}>M§& 
. Lys-Pro-'f>;^U>', GLP-1 (73-7) . GLPIT 5 K (7-36) ^<0^ U >X 
ti^ >'5^-r'f';'^':^ ; 12) J T-50K 7 r ;Vi^ V ^ (farglitazar) 

^^7^/')Vyi^ty ; 13)CLX-0940> GW-1536. GW-1929> GW-2433. KRP-297. L-796449 
> LR-902t(/SB219994^<^ P P A R a / y =i*->^ h ^T&^'^tf <b tt<2, o 
[0 13 01 

•75^^ n V-fe-if l/'A (colesevelem) ^ a U7.^7i? — )l^ (colestipol) , ^S^t'^:^ 
h7>(7)vT;v^;UT5/T;u^;HfS#:. Colestid^^^^, LoCholest^Mffi:^^ Que 
stran^^K^^OteH'^^iR'Deji^fiJ ; 2)7 h;W^;^^^V (atorvastatin) . 'f^/N';^ 
rS'-^^ (itavastatin) ^ "7 ;i'^'?J7. ^ > (f luvastatin) ^ u/^:^^^y (lovastatin) 
, 7'7>'^*;^^•^> (pravastatin) > (rivastatin) > a x^'i::^ ^ "f-Zy (ros 

uvastatin) ^ v>>''^;^^^>' (simvastatin) > Z D- 4 5 2 2 ^COHMG-C o Ail^ 
m^mmm ; 3) H M G - C o A-^^BE^^hJ ;4);^":hh~;vj:.;^x;v, ^-vb;^xn-;v 
, >'.xa-;Vir;i'=rv' K> jc^^^^ (ezetimibe) ^<7)=i L'Xxn-;i/^jJXia#^[l| ; 5) 
T^^'v5^ (avasimibe) , ^•7;V'>5^ (eflucimibe) . KY-505> SMP-709^«DT v;V n 
AA3l/>^xn-;VT->;V^^^^ia§^J ; 6)JTT705. h h 9 If y (torcet 
rapib) , CP532632. BAY-63-2l49> SC-591, SC-795^«^C E T P ffi#^J ; 7) ^ V U 

yiJ^y (gemcabene) ^ y a: > 7 'f :rn y;v (gemfibrozil) ^ GW-7647> BM-170744. LY 
-518674. y^Z^Vyi^mM^i^ (^xifAtromid^#^^> Lopid^^SS^. Tricor^i^ 
W^M) ^<DP P AR o 7=3"-;^ h ; 10)GW-4064, SR-103912^<7>F X R V-b"/^' - 7 V 
^rr^j?. h ; il)GW3965. T9013137. XTCO-179628^<0 L X R V-fe - 7 > ; 12) 

-^-f 7^>>^<^U y^yuT-i y^^m^M ; 13) v - 7 > v^:^--r > v ^^IfiW^J ; 14) 
$ ^ n'/-A'ab 'J -t V FlB^5llia#^J ; 15)BARA1453, SC435. PHA384640. S-435. AZ 
m7Q6^<Dm^MWMm^l ; 16)GW501516, GW590735^<^P P AR a 7:^"^;^ > ; 17) 
> i/V -b V V^^mWM ; 18)LAB687. CP346086^OMTTPffi#^J ; 19)®^lt'; 
Dr'f ; 20):^^^^ lxVJ:-5K^>'iJ^--^f|Ja«^J ; 21)lflL/hfe'^*mWi ; 22)MK-591^0 

[0 13X1 
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^-v? : 40/ 



luxnir%TtJrnx.y^i-Ky. Vr. y ^vtxn ^7 ^>^.^•^F (inda 
r;i'L\ethacrynic acid) . 7n-fe5K h ;V-fe ^ K^<^;i^-:^m> T^nUK, h 

^zf=^7.y^mmmM;2)7^rYU-)V (acebutolol) > Tryn-;w. ^f/"^ 
)V (betaxolol) > (bevantolol) . }£yfuu-)V (bisoprolol) > * 

^y yT't Uindolol) . *;vx>^-n-;w (carteolol) . *;i.^vn-;v (carved i 
lol) -tVT'nn-;!/ (celiprolol) . x;^^n-;v (esmolol) > ^ ^"^^^^-''y 
denolol) ^ia^^nn-;v (metaprolol) , ^Kn-;v (nadolol) . ;M.*n-;v (ne 
Mvolo ^ it^hn-;v (penbutolol) . l.->'Fn-;K •/^.^Vu-;K V^n- 
;r^-;hn-;v (tertatolol) . f-yvn-;v (tilisolol) . ^?°7^^^^^^.- 
7\'l.-r^)yfUyiJ^;3)7J^ui;}£> (amlodipine) . 7y:^'J^y 
) 7M)i.=.-J\£y (azelnidipine) . tf > (bamidipine) . "^-y^^j^ ^^en 

idlpine) . ^-/Uy^V (bepridil) . i.^;^^!.-^ (cinaldipine) . ^/^^^V^^^^^ 
evidipine) . S?;v^T-€A (diltiazem) . (efonidipine) ^x.n.'t 

> (felodipine) . ifu.^^^V (gallopamil) . ^;^9vti->' (isradipine) . 7V^;ll 

> (lacidipine) . V?;^^/'!^^ (lemildipine) . V;V*-S^liV (lercanidipine) . 
y Uaciaipine; . cj-7^-i>^> fnifedinine) , =.)V^7V\£y (nilvadi 
~ij)V-J\£y (nicardipine) ^ Uiteaipine; , ("^ ^ ^ ^ , ' , 
Dine) ^ ^^fli'^^ (nimodepine) > v'VJVvliV (nisoldipine) . --hVyli^ nit 
r ndipine) , (-idipine) . 

verapamil) ^(7);!7;Vv'?i.f-^ V^^V/n ; 4)-^-^-^:^^ J^'^ /w^;// 

7-?T^)l (cilazapril) . f-^^U^V (delapril) . :^i-yfV^l^. ''■V^'Z^^u 
fosinopril) . n->y^U;V. ^:r.3,v.^ij ;v (moexipri ) ^ ff-^^J^ J 

;v (duinapril) . ^f-^V 9 h (quinapril) . ^5 :/U;V (ramipri 1) . »^ 
(perindopril) , ^';>Foy'J;v (perindropri) > * ^^/^^^ ^^^f^^^"^^,,;; , 
(spirapril) . r^^^U^V (tenocapril) . J^ll^lJ^ ^."^^^^^ 
anril) :/7a.yrU;V (zofenopril) ^OT x > v >^m^*|5a«^,5) ^ vy^ 

(omapatrilat) . ^ K^^^ > V ;V (cadoxatril) . ^^''^^^[Xl^ 
\ 1) X (fos dotril) ^y^^ \-^)y^y\' (sampatrilat) . AVE7688, ER4030^(^*14^ 
' K:!;^';';i°'^lUjT6)xy^>^> (tezoseman) . A308165. YM62899^0^VK 

T-^h-t^V^V (pratosartan) . ^V^J^^y (tasosartan) > J"/ ^t^'^^^^ii^ 
.isartan) . .^';V^;V^>'. EXP-3137. FI6828K. ^6270^'^^7^=tT;^:~;; C^a^f 

-'Y^^^y^/^yy. ^yyiVy^ (urapidil) . 7'^^/v'>. \^)-^Vyy 

y tf ,>*;v, >f > 5 WHIP164. XEN010#<^ « 1 * - ; 1 

(lofexidine) . ^T^^i^> (tiamenidine) . J^-^-^^'^Jl^^^^^ 
idine) . ^)V>^=.''Jy (rilmenidine) . iTTJ^y (guanobenz) ^(O a 2T ^-7. \^ 
; 12) T K X n > ga#^iij^**^tf (b ^^ * o 

IV. limmmmnr.^mx^^^^mmt\.x^t. mtfi)/^'n^^v (paroxeti 

ne) . yjVt^^^y (fluoxetine) . ^ ^ ^^^^ (^^I^^JS:^"^ H T 7^^ 
5V (fluvoxamine) . 4:;^ h 9 U > (sertraline) . ^ ^ ^7 ^ ^ 5 H T (-fen b - 
^/)>7V:^*°-^-lia»^J:2)GW320659. •T'S.y^^V, (talsupram) . 

Syn^thelabo). SR-147778 (Sanof i Synthelabo). BAY-65-2520(/^^^^W. SLV-319 
T) -e<7>>flfeUSP5.532.237. USP4. 973. 587. USPS. 013. 837, USPS. 081. 122, USPS 112 820 
USP?292:t36; USPS. 624. 941. USP6. 028. 084. W096/33159. W098/33765. W098/43636. 
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W098/43635 WOOl/09120. WOOl/96330, W098/31227. W098/41519, W098/37061. WOOO/109 
67 WOOO/10968. W097/29079. W099/02499. WOOl/58869. W002/076949_. WOOl/64632. WOO 
1/64633 WOOl/64634. W003/006007. W003/007887:5.O*EP-658546t^M7F'fb'^t»^<7) :^ 
^TTv 1 (CB-1) h/^ >.^-^T=f^^ h ; 4)1001/87355. WO 

(clobenpropit) . H- K7x>7^n h . ^^^n:ap->-7.>^ GT2395. A331440 W 

002/15905l^P^^b^1^> 0-[3-(lH-< ^ ^^-^'^--^ "J^^ * r'\^ " ^V.o ^on 

7>^>-^^H S^^-^T V^' =''-^ > (Lazewska. D. et al.. Pharmazie, 56.927-32 UU 
01) ^fl^-fi^CSasse. A. et al., Arch. Pharm. (Weinheim) 334:45-52 (20 

01^^ emN-7i-;^*-^^*;'«- KReidemeister. S. etal., Pharmazie. 55:83-6(200 
J)^u^Z^y^ymmMSasse. A. et al.. J. Med. Chem. .43: 3335-43 (2000)) 
t;^^'^ V (H3) T>^=i'^^>/^>^^'-^7=f-;=^> ;6)T-226296(Takeda). SNP- 
794l(STOaptic), ^(7>1tfeW001/82925. W001/87834> W002/051809. W002/06245. W002/0769 
29 W002/076947. W002/04433. W002/51809. ff002/083134. W002/094799. W003/004027^ 
t)*5#§i2001-226269-f-llW^(^^k'^t»^<7)MCH- 1 RTy^S^^-^ > 7)MCH-2 R 
T =f ^ h / T > ^i-^ > ; 8) 3 - ^ n n -5- (1- (6- [2- (5-^ ^ ;V-4- ^ f - T V - 

;v_2-^ ;V)_.xf-;l.]-4-^JV^>U =.)V-A--( ^V-^U i?>'-2-^ ;VT 5 y )-i^;v) 
*;V/N'5>'m'fvyni:f;Va:.7.T-;v, BIBP3226. BIB03304, LY-357897. CP-671906. GI-2 
64879 -?-<^>ffeUSP6001836. W096/14307> WOOl/23387. W099/51600. WOOl/85690. WOOl/85 
098. W001/85173S:t>iy001/89528i::r^^<b^tJ^ONP Y 1 ri--:^ h ; 9)152804. G 

W-569180A. GW-594884A. GW-587081X. GW-548118X. FR235.208. FR226928. ^240662. FR 
252384 1229U91. GI-264879A. CGP71683A. LY-377897. LY366377. PD-160170. SR-12056 
2A SR-120819A> JCF-104. H409/22. -g-cT^^feUSPe. 140, 354. USP6. 191. 160. USP6.258.837 
USP6 313 298. USP6. 337. 332. USP6. 329. 395. USP340,683. USP6. 326. 375. USP6.329.3 
95 USP6 337.332. USPS. 335. 345. EP-01010691. EP-01044970. W097/19682. W097/20820 
W097/2()821. W097/20822. W097/20823. W098/27063. WOOO/107409. WOOO/185714. WOOO 
/185730. WO0O/64880. WOOO/68197. WOOO/69849. WOOl/09120. WOOl/14376. WOOl/85714 

WOl/85730. WOOl/07409. WOOl/02379. WOOl/02379. WOOl/23388. WOOl/23389. WOOl/44 
201 WOOl/62737. WOOl/62738. WOOl/09120. W002/20488. W002/22592. W002/48152. TOO 
2/49648. W002/094789^tm^orman et al.. J. Med. Chem. 43:4288-4312 (2000) §175 O 
^h^mm(ONFY ^ry^^^y^ V ; 10)li hmeiX-V^-^XPEG-OB. Hoffman La Roche) 
M^X.^^^^^VV^-^>'(7'i^-y>)^<^^^^> 11)USP5.552.524. USP5.552.523 
' USP5.552.522. USP5. 521. 283. W096/23513. W096/23514. W096/23515. W096/23516. WO 
96/23517. W096/23518. W096/23519:5.tFW096/23520lcP^^'fb'^tl^<^ ^ 12 

)-^;Vp<7^V(Revex^^S^). 3 h h V >. ^° "^^^^^^^^f 'V^^^t 

V>. W000/21509OSi^4b^!^^<^*li°^'< KT>^=f-;^ b ; 13)SB-3_34867A. J-COW 
001/96302. WOOl/68609. W002/51232. W002/51838S.t/W003/02356UCM/P<b'^tl#<^*- 
V^=yy:y9^:z.y^\- ; U)^* 3 T=r->^ > ; 15)AR-R15849. G 

1-181771. JMV-180. A-71378. A-71623. SR-146131. ^(7)1feUSP-5739106l'§B7]x<k-&!^^ 
<^3l/'>>?. h^-^A (CCK-A) T=f-;^h ; 16)GI-18177l(Glaxo-SmithKline). SR14613 
l(Sanofi Synthelabo). ^^ev^^ F (butabindide) . PD170.292. PD149164C7 r 
^•_)4^<7)CNTF(ciliary neurotrophic factors) ; 17)axokine(Regeneron) . -?-<7)1iaW094/0 
9134 W098/22128. W099/43813tcM^<O>fb'g-J^^'^CN™S^:18)NN703. ^^-^-VUV 
(hexarelin) . MK-0677. SM-130686> (3'-424.391. L-692.429. L-163.255. USP6358951_ 
T^U *#ii=JtffiM«^2002/049196. |W1 2002/022637. WOOl/56592. W002/328881CM7P 
i)'fb>&tJ^<^^S'i^;v.^V^^,$##T=f^;^V;19)BVT933. DPCA37215. IK264. PNU223 
94 WAY161503. R-1065. YM348. ^O^USP3.914.250. TO02/36596. W002/48124. W002^ 
0169. WOOl/66548. W002/44152. W002/51844. W002/404563itnr002/40457ir|i:^O^k^^ 
^(^D-ta hzL>vfe:f^-2CT=/-:^ ^;20)^9y =';v^>3^#^T=i'-^ b :21)CH 
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IR86036(Chiron). ME-10142. ME-10145(Melacure)> '?-<^W99/64002. WOOO/74679. WOO 
1/991752 WOOl/74844. W001/70708> WOOl/70337. WOOl/91752. W002/059095, W002/0591 
07 W002/059108, W002/059117. W002/12166, W002/11715. W002/12178> W002/15909. WO 
02/068387. W002/068388, W002/067869. W003/007949S.lMY003/009847l'^7r:<^'fk'^J|^^ 
7 y 3 y 4 ^^^T h ;22) h 9 5 > (Meridia^OTmeductil^^ 
m)^^'t<DM. -?-<7)MP4.746,680> USP4.806,570>_USP5.436.272. V *«i^fPJT 
mm#-t2002/0006964. W001/27068^tlH001/62341irW/j^<7:)SIS^^<^^^ T 5 > TOlR 
U^M-2Z)T^'yy :^^yy J^y ^> (dexfenfluramine) ._^y)\^t\^^y (fluoxetine) 

^(DmS?6, 365, 633> W001/27060Jt IHOO 1/162341 TP <7) -fe n h - ^jl^^M^ 
ij -24) ^>^* •=fym^-^f- K 1 (glucagon- like peptidel) T ^=-:^ b ;25) ^ - > 

(ToDiramate) (Topimax^S^^^i) ;26) 7 ^ yyy-Mt^m^l (phytopharm) (l^flxtf, 
CP644 673) • 27) T -b ;V C o A ;W ^ ^ V 7 - -fe- 2 (ACC2) M^J ; 28) AD9677/rAK677 (:^ 
B:$:m^/kffl^p°n). CL-316.243. SB418790. BRL-37344. L-796568, BMS-196085. BRL- 
35135A. CGP12177A. BTA-243. W427353. \-VijY')y (Trecadrine) > ZenecaD7114> SR 
59119A '?-<^>ftfeUSP5705515> USP5451677> W001/74782:5.l>lf002/32897. \Z^7^it^mm(D 
« T K V-?- V > V-fe y ^ - 3 T rJ"-;^ b ;29) i^T v'-'V i^* 'J -fe n - JVT i/JV b 7 7 ^ 7 

--If 1 ia#^J-30) vT'>^V^U ■fen-;VT->;Vh7^^7i7--t?2 PJ.#^J ; 31) * ^ 
(Cerulenin) . C75^0fliI6m^^l?a«^J ; 32) x ^ U > . > > ^ 7 ^ (pent 
oxifylline) , ^'■f')i-7^y (zaprinast) . >>;vr-^7 ;v (sildenafil) , f 
V (amrinone) > 5 ;V.J y ^milrinone). ^y)Vy.^\Y ^^^^°'^^^^^Un*^, o^^^, o 
rolipram) . ]^t>->n5 9^h (cilomilast) ^'^^^^'^'^ ^f,i-iP^J5i,^2jra-2 
611(KaroBioBMS). '?-OW02/15845. m^2m0-2^(>imzmw<Dit^m^<O^ ^ ^ } 
)V^yBr^^^ y ;S3)y^^=-ym.. 4-[(E)-2-(5.6.7,8-r h 7 H Kn-5.5 8,8-7- > 
9pi^;V'-2-'f V-;V)-l-yn-^^;V]^l,#^(TTNPB). U^y^y^m (retinoic 
acid) . -5-<^'f&W099/00123lcM^O<I:>^t;#<^7'f i5^--;'i^m (phytanic acid) :34):t 
V;j-^;Vj^;^hn>', ^(Omdel Mar-Grasa, M. et al.. Obesity Research, 9:202-9 (2 
001) r^m^^<D<t^mm<D r h n 35) n n n >f IZlUlt^^. 

)BVT3498 BVT2733. 'e-<7)«01/9009U W001/90090. W001/90092ir^7P'fb^t>^<^ll-^ 
H Koi^^V^^xn^ Krii Kn-^r':h--fe-lMPfl«^J;37)XxTU;Vc o A©il&fD5^J 1 PI* 
^] (stearoyl-CoA desaturase-l) ;38) ^ V n ^ v K (i^oleucine thiazolidi 

de) ^tfn 'J V K (valine pyrrolidide) . NVP-DPP728. AF237. P93/01. TSL225 

TMC-2A/2B/2C> FE999011, P9310/K364. VIP0177> SDZ274-444. ^c;) W03/004498. WO 
03/004496 EP1258476> W002/083128. W002/062764, W003/000250. W003/002530. W0G3/0 
02531 W003/002553. W003/002593> W003/000180:S.U^003/00018UcM7P<?)'(b'^%^<^ v 

lfIVPfl»^J;39)r h 7 H Kn 'J T'^J'f-XorlistatAenical^^M 
M). TritonWR1339, RHC80267. 7^T^^^=-y (tea saponin) ^ 

^y^^)y j^^) }V^ysy j^-Y (diethylumbelliferyl phosphate) . FL-386> WAY-l^l»y 
8 Bav-N-3176. >'N*U9^h> (valilactone) . vXesteracin). a^^^^'h 

>A (ebelactone A) . ^-<y ^ h >B (ebelactoneB) , RHC80267. ^OWOOl/77094 
, USP4.598.089. USP4. 452. 813> USP5. 512, 565. USP5,391,571. «SP5, 602. 151. USP4. 405 
644 USP4.189 43835.mJSP4,242,453l'^^c^'fl:^tf^<7) 'J ^■?--fe*m*^J;39)BtISm > 7 

7.^-^-pas^j;42)*>^7x- h hyyy^^>~-'S^-m^Mmi}^m^fhfi^o 
i^m^-wt^ (I) x-m^fi^y^^'}'^ymm^x\tt<Dm^mKVf^^i^^^t<D 

10 13 4] 
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(I) 



CH2) (---^^ stiOXt±l*75l^^ ml± (m+s) Ti^OXtSl 4 c ^-^as 

^^^-To ) . Y{±, (n) 
10 13 6] 
[its 61 

(ID kX^iUi.^^t-toXiii^^U L.^iCl~C40T;V^V 

[0 13 71 



(II) 



l-ft 5 7 1 



(Ml) 

-N- 



3^L 



^7-yW-Cfi^^tL/cT-bf-;w»*^l^^ stiOXtil'SrTJ^U mii (m+s) * 0 

H1E#2 0 0 4-3 0 9 9 1 9 0 
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tftl (II) T?^$tt;&Y7&^ (IV) 

[0 13 91 
Hk5 81 

o 

-^i^Civ) R3;i,>'7K«iE^^Xi±»T;v^;v^*^l-^ R*'5'*> ^'^^ 

[0 14 11 
['fbS 91 

CCH2)n 

\ s (V) 



rV'^^lm^i^! ^^^^^^ 

'''f J^'^fc^^mmt C 4~C 7(^'>^nT;Vi^;V^. 7^:-;v»^t < fivi'U -^^i^^t 

t?^^X-N- (i-^^;ve^';y^^-4-^;v) -4-[4- (e^^;i^>-i- 

^!:\l_;^;Vl^^Uy>-4-^>W) -4 -[4- (if^Uy^^-l-'f^V.) ^-U 
1 ->f ;V]^:/Xt5 K (2) , 
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N-^^;v-N- (i-Vi5^n^>'f-;vf^';yv-4-'<;v) -4-[4- (ii-^ ; ^ 

tl'^';v>-l-'f;V]-«>^*T^ K (4) . /v'^ii.V 
N->^;W-N- (l-^/^a-.i^'>;H:f-^Uy>'-4->f;v) -4-[4- (Vt'sV ^ 

N-i^;v-N- (i-i^^n-.if->;v^^;vvf^vy>-4-^;v) -4-[4- (vi 
N-^^;i^-N-[ (3R) -i->'^^n^>^;vi^ni;yv-3-^;v) ]-4-[4- 
(3S) _i-v^n^>^;Vl-nUv>-3-^^v)]-4-[4- 
N-.<-f;v-N-[ (3R) -l-^Vi;;VlfnUv>-3-^;V) ]-4-[4- (t^ 
N-^f;v-N-[ (3R) -i-^>->';vi£nyi;y-3-^;v) ]-4-[4- (1.- 
N- (eiv>'-4-^;v) -4-[4- ^-^Vv^-l-^ 
2- 14- {\£^VI?>-1-^}^) f^Vi;>'-l-'f^V]-<>V^;i'-l. 2. 3. 

^::r?;t-N-U-U-;.'>'>-2-.-) ."-..^>-4-.;v3-4-[4- 

Tl''r4''-^reUVv-i-'f'v) v.^,;.:;v-i-^;H'<v-r^;w-3- (3, 4 

-W s.^-Ji') ifnij>?> (18) . „ 1 

4-14- (tf^vyv-i-f^v) i^^ui;>-i-^;v]^>vM;vi>^Uv^-i 

n1'^^;1-n- (i-^^;vi-^uy.'-4->f;v) -4-[4- (i^nuyv-i- 
tr^V':^'^-i-'f^i^]^'-'^7^ ^' (2 0) , 1- 

^'J^^;V_N- (l-^^;ve^Ui;>'-4-^;V) -4-[4- (7-fe^v/-l 

(i-^^;v^-^uyv-4-^;v) _5-[4- (e^';vv-i- 
N-W;v-N- (i-^^;vH^Uv>-4-^;v) -4-[4- (4, 4-^7;v:t 

f-;V7i--'^) trV^v:^ (2 6) > > n r. /o c 'J/rr,a-7 

2_[4- (tf^y5;v-l-'f;v) e-iUe^V-l-'f^l-l-S- (3, S-v'iJ^aa^ 

(2 7) , 

. miE#2 0 0 4-3 0 9 9 1 9 0 
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2-[4- e^uy^-i-f^vi-s- (2-^-7^;v) tfu 

7:^^;Hvf'J5y:- (2 9) . 
1_[4- tf^Ui^>'-l-'f^f]-4- 

|^-^Vi^>-l-^^v^^;v) -4-[4- 

(3 1) i:m^^^t-ri>^t^3mtv^^o 

[0 1 4 51 
Hb6 01 




(I) 



CH2) n^^^t (i-t?. stiOX{il=S:7J^t. mli (m+s) *>OXttl 4 

^=^^to ) . Yl±. (ID 
[0 14 61 
[>fk6ll 



(II) 



(^ (II) j> kXJ±U±. ^3tLT0Xi±l^^U Li(iCl~C40T;V^V 
>^ZI±#i^'^«^^t-> M{ilSflM^Xti-«^^ (in) 
[0 14 71 
lit6 21 

(HI) 
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a^^t < ti^lfi£0®mT;^^JW^, ^-g-LTv^-C^) iv^C 3~C 9 v'^^n 
T)i^=^}\y^. "^7f-;w*. X«j^^LTv>T^> J:v»3M~ 8M<^^-rn^ 

^^•e«^$tL/cT-b^;v*=£r^L. s «OX»i 1 =£:^t. mit (m+s) *«0Xttl~4 
[0 14 8] 

*L<. ^/i. -^S; (II) -C^^fl^YibK (IV) 
10 14 91 
lit6 31 



(IV) 




[0 15 01 

(IV) RH^7^mm'7'jLimm.T}i^^)^&^^L. rH^. (v) 

[0 15 11 
Ut6 41 



(V) 



(V) 4". R^ti, ;jc«iE^> ISijiiT;!^^;!/^, c 3 -C 8 (Oi^^ 7 
Xlix (IV) R275*7fc^iI^Xfi^»^7;V+;V'^=Sr^U^ R';5^ (VI 

) 

- (CH2) q-A (VI) 

(VI) cf. Ait. TV-)Vm. ^•rD7U-JV^> C 4~C 7<0>'^'nT;l'^;i'*t 

' x{i> -j^^ (IV) R^i^v^R^ini. :s.y*^zi^^ir ^mmm^t-i^ttj: ^tzmm-^ 

trni;y^;uS, T-if ^i^-;!/^. ^L< {i^:/^>^v:^-f 

[0 15 21 
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I^^^JIn- (i-^^;ve^vy>-4-^;v) -4-[4- 

N- (i_^^;vtr/<i;y>'-4-^;v) -4-[4- (e-^ui^v-i—f^i^) ^^'^ 
1 -'f K (2) . ^ 

j;:::^^;v-N- (i-v.^ny^;vt-^i;v:^-4-^;v) -4-[4- (l.-^^J^^^ 

N_p(-^;v-N- (i-V^^n^>^;Hi-^';vV-4-'f;v) -4-[4- (tf^V ^ 
t?-<VvV-l->f^^]-^>^T^ K (4) . rv-^n^v 
^_^^;v_N- (i-v'^n-.dr->;vt°^Ui^v-4-^;W -4-L4- (n-^'J / 

e^';-y>'-l--f;V]^>^'T5 K (5) . 
N-^^;v-N- (i-i/^n^:^i^;V^^;Vtf'^V':^>-4-'f ;v) -4-L4- 

N-^f-;V-N-[ (3R) -l-v^n^y^^Vl^n^Ji^^-S-^^v) ]-4-[4- 

N-^f-;v-N-[ (3S) -i-'>^^o-<>f-;vtrnui;>-3-'f;v) ]-4-[4- 

N_>f-;V-N-[ (3R) -l-^>v;ven^jy>-3-^;V) ]-4-[4- (l^- 

N->^;i-N-[ (3R) -i-^>'y;venu^:;>-3-^;v) ]-4-[4- (i::- 

u'Jy-l-y()V) }£^'}-J>-l-^ ^ , , -, V 

;v]^>XT5 K • bU7;v:^-n@^m*a (1 1) > , - o 

2- 14- (ll'-<Ui^>-l-^^^) tf-<'J vV-l-^f^H-O'V^^^^-l. 2, 3. 

4-xh7t: Kn^V^y; > (1 2) , o q 

1-14- (tf-^Uv^V-l-'f^V) e-iVv^V-l-^^^]^'-^V^^^-l' 2. 3. 

if^'j~:;>-i-'i';H'^>^T5 K (16) , v^^n^w i 

;v]^>Xt 5 K ( 1 7) . , Q rc8 a 

1_ j4_ (tr-<'Jv^>-l-^^0 (3, 4 

N-'^^Sv-N- (i->^;ve^'j~:;>-4-^;v) -4-[4- (ifnu-:;v-i- 

N-p^^;v-N- (i-p«^;n:f'<uy>'-4-^;v) -4-[4- (T-tff-^-^ 1 

N-W;v-N- (i->^;vtf^uv*>'-4-^;w) -5-C4- (^-^u^^^-i- 

aiiE#2 004-3099190 



#^2 0 0 3 -3 3 0 7 5 8 I 49/ 

2-[4- (If^'JvV-l-'f^V) (3. 5 yiruuy 

tfU^v^^ (2 7) > /- 9 _ + -7 JV') tT »J 

2-[4- (e^uv^v-i-'f^v) v>-i-^^v]-5- (2 >» 
i-[4- i^^-- 1 - O ; 



[0 15 6] 

Hfce 51 



rK 



(I) 



CH2) (ii-C% st±0X«l*7i^U mJi (m+s) **0XJ±1 4 .f^. 



( 



[0 15 7] 
Hk6 61 




(M) 



(II) j. kXttUi. ^aiLTOXiil^^U LiliCl~C40T;V^V 

m|iEJ^2 0 0 4-3 0 9 9 1 9 0 



#M 2003-330758 



^-i^ : 50/ 



>mxim^^^mL. uimmm'^-xii-^^ (iii) 

[0 15 81 
Hb6 71 



f 



(111) 



(III) 4", R°f±> Tfc^H^XtiC 1 ~C 4 0T;v^;v^?r^i-o ) x-m^fL^m't 

3 ~C 9 vi^ nT;i/^;i'^. ^i-;^*. ■:^'7^;^*, XfilS^tTV^T^) J;v^3*~ 8 
ItSOy y^^.^'^m.^^titzr •^i-^i'&i: 7^ s 03lt± 1 ^75 1> mJi (m+s) 



(IV) 



[01611 

-m.^ (IV) ffj, RH^:^mm=fXimmT ji'm^mL. r*-5«> (v) 

[01621 

lite 91 



[^tfs R^^i^ 7}c^ll^^> 'g:lftT;i/^;v^> C 3~C 8<^'>^nT;v^;v^.jrv;w^ 
Xfi> (IV) 4'. R'7&«7K^lE^Xti^£^T;W^;v^«:^L, R*;&*^ (VI 

) 

- (CH2) q-A (VI) 

(VI) ^> Aa> TV-)l^m. ^-rnrV-;!/*. C 4 ~C 7 Ov'iJ' n T;v^;i'*^ 



[0 15 91 



[0 16 01 
Ut6 81 




(IV) 




(V) 



tHIEijf 2004-3099190 



S^m 2003-330758 



^--J : 51/ 



I 0 1 6 3 1 

N_^^;v-N- (i-p<f-;nf-^U':?>-4--f;v) -4-[4- (H^V^^ 1 
y vfyv^ii yy— 1 — ^;v]^>'Xt^ K (l) > v . „ 

N_ (i-i^;veiuv>-4-^;v) -4-C4- i.^'; 
i-^^jv-n- (i-i.^ay^;ve^.;i/>-4->f;v) -4-[4- (ii-<Uv^ 

j^i^^V-N- (i->'^n^>^;ve^'Jv>-4-^;v) -4-[4- (t:-^Vv 

N-p^f-;v-N- (i-i.^rn-.^^/;we^Vv>-4-'f;v) -4-[4- (ii-^u^ 
:,_i_>f;v) tf^i;y:^-i-^;v]--«>XT5 K (5) , , , , r. z^- 

{i-i.^u^^i^)V:<^)V^-<')'y>-^-^ -4-[4- Ct: 

1 if/^ij ;v]^>XT^ K (6) . 

N-^f-;v-N-[ (3R) -l-'>^^n^V^JWenU5^>'-3-'f;v) ]-4-[4- 

(3S) _i-i/^n^vf-;veni;v>-3-^JV) ]-4-[4- 

N_^^;v_N-[ (3R) -l-^>i?;veoUv>-3-'f;V) ]-4-[4- (1^-^ 

N->^;v-N-C (3R) -1— <>y;VtfnUvV-3-^;v) ]-4-[4- (l^^ 

N- (^.•.ji;>-4-^;v) -4-[4- (e^i;y>-i->f;v) 

;U]^VXT5 K • > U ■7;v:tni^mm (1 1) - ^ i o d 

2- 14- (tf^Uyv-l-^^l') H'^Vv^V-l-'f J^]'^^^-^^^^-!' 2. 3. 

4_r h^v; Kn-r V^y; > (1 2) , > , -, o q 

1-14- (tf^U yv- 1 -^^V) Vf^Uv^^'-l-'<^H^>V'^^^-l. 2, 3. 
4_.x b^t; Ko^y U > (1 3) ^ 

i_ 14- (e^i; w-i->f;v) tf^u -^'v- i ->f ^vl-^w-f 4 

^:!^J,^Jilli_U.,,yv-2-^;v) e-ui^>-4-^;v]-4-[4- (e 
/viii-:;^/- e^ui;>-i-'f;v]^vXT^ K (1 5) ^ 
;;!;^;v-N-(^*7.>-2-^/^) ^^;v-4-[4- (vf^uyv-i-^^v) 

toiE#2 004-3099190 



i^M2 0 0 3 - 3 3 0 7 5 8 ^ : 52/ 

-Vl^l%- (i-^^;.^--i;v:^-4-^;v) -4-[4- (euvv>-i- 
N-^^^;v_N- (i->^;ue^';vv-4->f;v) -4-[4- (r^r^^^ i 

;LW;v-n- (i-^^^i^^-'^^^v-^-4-;f;v) -4- 4- (4. 4-^-7;v^ 

f-;V7x^;v) tf'J ^ v> (2 6) > ._c;/,nn7 
i - ;V) tf i; 5 V*' >' ( 2 7 ) > , _ + -7 ^ ji/'i U 

i-[4- {}£^^)vy-\-^J^) if-^vyv-i-^Ji']-^- (3 11 J ^-'W 

•lfV(30)> .r^ /wf/^i] 1 ;v) tf^Uv'^ 

_l_^;v]^>^f> (3 1) =&>&«^i:-r;S>-i:*>'»t Lv^o 

i -3 T-fpI lb IS^ ^ tL ^ "fe <^ -e t± ^: v> o 

Wakogel C-300 (.JFU^fH:*; Tt^ ,-(. v ^/r r - r T? T ODS-AQ 
-SORB"^" SP-B-ODS (Ch emc o) XfiYMC-GEL uus 

1 2 0 - s 5 0 {\hmt^^m) im^^fzo 

h;HiQu a t t r o I I (-^-f ^ a 
y{y(i^yitm (ESI) -CillJ^LfCo 
1 1 

[0 16 91 



miE#2 004-3099190 



mM 2003-330758 



^-5; : 53/ 



[0 17 0] 

Hb7 01 



> ^ CHa 



(1) 



■r,mui-^^tKx^mmit^m (5 6mg, 'Sr^fco 

.H.MH^U00MH.^CO_CU,.PP.)..^ 

<J»2 :n- (i->*;ve^.;vv-4-^;.) -4-U- 

10 17 31 



Hk7 11 




•HNMR (4 0 0MHz. CDCU. * J T', ' n 6 ( 2 H m) 2 5 1 " 2 
1 88-1.96 (2H, m),l. 99-2. 06 m). • ^ J 

^ •) !>0(?H si 2 41-2. 58(5 H. m). 2. 74 
i ^'cT'h, .'s.'sS-a^ 9 UH. , 3. -- 4 0 2 UH 

r2 l^S; ^a.'^=r^H!f!lk^-r^^\l•s?) ^85 < 

M+H) 

^"^"^^ ai|iE#2 0 0 4-3 0 9 9 1 9 0 



i^Bi2 0 0 3-3 3 0 7 5 8 ' 

[0 17 6] 
Ht7 21 




rj=l 8Hz) TV;.^'<J'b^KESI) :4 3 9 (M+H) 



•(t-&» 4 : N 



10 17 91 



:77.!-V.TA-;.';^:-'. ;p , ;< :■;?.: ii. ".'15 

' • 3. 04-3 14 (2H. ^) ' 3. 7 9 3.^ ; h 

(2H, d, J = 8. 8Hz) , 7. 28 a, j 

;v (ES I) : 4 5 3 (M+H) 

[0 18 21 
[<k7 4] 




S^m 2003-330758 



^--J : 55/ 



m) . 2. 71-2. 80 (2H. m) . 2. 8 6-3. 0 0 (2 H, f'^'H^ 

) 

10 18 5] 
Hb7 51 



(6) 



^HNMR (4 0 0MHz, CDCI3, 5 P P m) 



1 
1 
6 



1 0 5 - 1 . 2 8 (4 H, m) , 1 
5 (2 OH, m) . 2. 0 2-2. 1 
2. 6 8- 2. 8 0 (2H, m) , 
s) . 3. 7 7 - 3. 8 6 (2 H, 
. 2 8 (2 H, d. J = 8. 8 H z) 

<bit>7^N->^;v-N-[ (3R) -i->^^o^>^;vi.-nu^:;>- 



: 0 . 7 8-0. 9 
. 3 3 - 1 . 4 9 (4 H, m) , 
2 (2H, m) . 2. 3 8-2. 
2. 82-2. 97 (IH, m) , 
m) . 6. 8 7 (2H. d. J =8 
; -r^T.^^ (E S I) : 4 8 



(2H, m) , 
. 5 2-1. 9 

0 (4H, m) 
2. 9 0 (3 H 
. 8H z) . 7 

1 (M+H) 

-3->f;W 3- 



[0 18 81 
lit! 61 



(7) 



5ppin) '.1. 33 — 2. 
3. 0 1 (3H, s) , 3. 
m) , 6. 8 6 (2 H. d, 
; -^7.7.^^ h (ESI) 



^HNMR (4 0 0MHz. CDCI3, 
, 2. 3 2- 2. 7 8 (1 2 H, m) . 
H, m) . 4. 5 0-4. 8 0 (1 H, 
7. 2 7 (2H, d. J = 8. 4Hz) 

^bi^S^N-^^^v-N-L (3S) -l-i.^a^:^f;venUi;y-3 
4 -[4 - (e^ui^v-i-^^i-) e'^V^^V-l->f;v]^>'X7^ > 
[0 19 11 



13 (2 0 H, m) 
7 7-3. 8 4 (2 
J = 8. 4Hz) . 
: 4 3 9 (M + H) 



•>f;v) ]- 



^mm2 004-3099190 



S^m 2003-330758 



^-v : 56/ 



Hb7 71 



r^,MH^C4 0 0MH. CDC.3 33-.. .3 (30H «, 

[0 19 41 



I'fb? 81 

° r 




(9) 



1 (IH. m) . 2. 38-2 58 (6H „) • ^ ^ -J 

?h" ^ T-8 OHz) 7. 20-7. 30 (5H, m), 7. 28 UH, a, 
J=8 oh;) ^-^^-^'^^^ (ESI) -.461 (M+H) 

■.birio'l-x^^v-N-t (3R) -i--^y;ven.;v;v-3-^;^) ]-4- 

10 1 9 71 
Hfc7 91 



iHNMR (4 0 0MHz. CDC la, ^ p p m) : 1 - 4 1 - 1 . 4 8 U H. m; . 



ffi|iE#2 004-3099190 



#M2 0 0 3 -3 3 0 7 5 8 • ^'^^ 

. Rc; 1 74 (8H m) 1. 8 6- 1. 9 5 (3 H, m) . 2. 24-2 3 

«H d J=8 OHz) , 7. 2 0-7. 3 0 (5 H, m) , 7. 28 UH, a, 
1 = 8 OHz) J^A^^-^Vv/KESI) :46 1 (M+H) 

[0 2 0 0] 

Hb8 01 

(1 1) 

iRNMR (4 0 0MHz. CD3OD. 5 p P m) • 1- 47 1. 60 ^ ' 

1 7 n 1 q 0 ( 5 H m) , 1 . 9 5 - 2. 0 5 ( 2 H, m) , 2.16 ^ . z 

: 3 6 5 (M+H) 

<t«i2 -'2- U- (e-.;-vv-i-..v) ^.,;.:;>-i-^.wi--/^'- 

1, 2. 3, 4-xV7t:Kti^V^^U^ 
'[0 2 0 31 
HfcS ll 



HX>0 



^^HNMR (4 0 0MHz. CDCls. *PPm) • 1- ^l-l- 51 (2H. m) . 
1 5 7- 1. 7 3 (6H, m) . 1. 8 8- 1. 9 7 (2 H. m) . 2 41 2 
r(5H m) . 2. 7 3 - 2. 8 3 (2 H, m) . 2. 8 8 - 2 9 7 C2H. m) . 
3 ^72-7. 92 (4H. m) . 4. 7 0-4. 8 3 (2 H. -) ' ^ 8 9 (2H 
d' =8. 8Hz) . 7. 01-7. 21 (4H m) 7. 37 (2H. d. J-8 
8Hz) {ESD : 4 0 4 (M+H) 

aiiE#2 0 0 4-3 0 9 9 l90 



#M2 0 0 3-3 3 0 7 5 8 • 

1, 2, 3. 4-7^>9t FDdfy U> 
[0 2 0 61 
[its 21 




(1 3) 



4 - Vx-;Vtf'<7 v^v 
[0 2 0 81 
[<b8 31 



.„KMR (4 0 0MH. CDC.3 P P^n ^1.^40_ 1. « ( ^ 
•( 32 (2H. .3. 1 0-3 2 3 (4H._™ 

4 3 3 (M+H) 
[0 2 1 11 

ms 41 

Q. ^ ^ ^ (15) 



ffifE#2 0 0 4-3 0 9 9 1 9 0 



2003-330758 



^-V : 59/ 



Lfzo 

^HNMR (400 MHz, CDCU, .^ppm) :i. 40-1. 50 (2 H, m), 
1. 55-1. 88 (11 H. m), 1. 90-2. 01 (2H, m), 2. 41-2. 
63 (5H, m) , 2. 71-2. 99 (4H, m) , 2. 87 (3H, s) , 3. 80 
-3. 90 (2H, m) , 4. 8 2 - 4. 9 2 (2 H, m) , 6. 46 (IH, t, J = 
4. SBz) , 6. 88 (2H, d, J = 8. 8Hz), 7. 31 (2H, d. J = 8. 
8Hz),.8. 28 (2H, d, J=4. 8Hz) ; vx;^/^^ > ;!/ (E S I ) :463 
(M + H) 
[0 2 131 

'ffci^tn 6 : N-> ■?^;i'-N- {^ty 3^>- 2-^ )\^) 4 -[4 - (tf^Uv^ 

[0 2 14] 
51 




(1 6) 



[0 2 151 

^HNMR (4 0 OMHz, CDCU, a ppm) :i. 40-1. 50 (2 H, m), 
1. 57-1. 72 (6 H, m), 1. 88-1. 97 (2 H, m), 2. 41-2. 6 
0 (5H, m) , 2. 7 0- 2. 8 0 (2 H, m) , 3. 00 (3H, s) , 3. 80- 
3. 88 (2H, m). 4. 70-4. 81 (2H, m), 6. 86 (2H, d, J = 8 
. 8Hz), 6. 92-7. 00 (2 H, m). 7. 21-7. 28 (IH, m), 7. 
39 (2H, d, J=8. 8Hz) ; v j^;;^^^' h JU (E S I) : 3 9 8 (M+H) 
[0 2 161 

<b^%i 7 : N-^^;i'-N-7i;^^;v-4-[4- -Jy- i-^ ^) ^^') 

'J>- 1 --f;i']^:^X7 5 K 
[0 2 171 
[^b8 61 




(1 7) 



[0 2 181 

^HNMR (4 0 0MHz, CDCU, ^ p p m) : 1. 3 7 - 1 . 5 0 (2 H, m) , 
1. 52-2. 72 (6 H, m), 1. 79-1. 99 (2 H, m). 2. .0 1-2. 6 
2 (6H, m) , 2. 6 6 -2. 8 0 (2H, m) , 2. 82-3. 12 (4H, m) , 
3. 4 3-3. 7 2 (2H, m) , 3. 7 7-3. 9 0 (2 H. m) , 6. 80-6. 9 
2 (2H, m) , 6. 9 6-7. 4 0 (7H. m) ; -t;^:^^^^ h ;i/ (ESI) I 406 
(M+H) 
[0 2 191 

it'^^is: 1- 14- (tr^u y>'- 1 -'f ^v) y^^'J'J^- 1-^ Ji^l^yi^^ 

tlJiE#2 004-3099190 



#M 2003-330758 



^-i^: 60/ 



3_ (3, 4^-i;y)V^uyau=-)^) tfn'jVV 
1 0 2 2 01 



mS 71 



O. r=\ 




(1 8) 



^HNMR (4 0 0MHz. CDUI3, opyu.. ..^^ ^0-2. 6 

ESI) -.4 5 4 (M+H) 



E S 1 ; . 4 D 41 vivi-rn/ 

-fb-g-Wi 9 : 4- 14- (li^v 1 -1 c 

^ij v^>- 1 - 



[0 2 2 31 
[its 81 



O 




VJ^VV^V-/ (19) 



■HNMR HOOMHz CDCI3 Sppm) . 1- 16 2. 10 i 

: lJi;."2Ht)'f?:"V(lHfd, r=?°2H.) u 

SI) : 3 5 6 (M+H) 
[0 2 2 61 



[^k8 91 




n:^ (2 0) 



rli^L^.4- 14- (^nuv.-l ^^v) ^_^^2^^^_3,,9,90 



#M 2003-330758 



^-z^: 61/ 



^HNMR (4 0 0MHz, CDCls, 5 p p m) : 1. 6 2 - 1. 7 2 (4 H, m) 
1. 79-2. 04 (12 H, m), 2. 16-2. 24 
5 9- 2. 6 6 (4 H, m) , 2. 7 7-2 
,3. 72-3. 79 (2 H, m), 6. 8 



, s ) , 
(3H, 
) . 7. 
H) 

[0 2 



2 

s) 
2 8 



(1 H, m) , 
. 9 2 (3 H, 
7 (2H. d. 



(2H, d. J = 8. BHz) ; ■Tj^T.^iJ' (E S I) 



2. 2 

m) , 
J=8 
: 3 8 



81 



[0 2 2 9] 
[^b9 0] 




(2 1) 



(3 H 

. 9 0 
8 H 2 
(M + 



4-[4- (T-tf 



[0 2 3 0] 



^HNMR (4 0 0MHz, CDCI3 
1. 5 7-2. 3 5 (1 4 H, m) , 
, m) . 2. 9 0 (3 H. s) , 3. 
(2H, m) , 6. 60 (2H, d, 
8Hz) ','77.7.^'^y)V{-ESl) 
[0 2 3 11 



, (J p p m) : 1 
2. 2 9 (3 H, 



2 4-3 
J = 8. 
13 7 1 



s) , 

. 3 7 (3 H, 
8Hz) , 7. 
(M+H) 



40-1. 53 (2 H, m) . 
2. 77-3. 00 (3 H 
m), 3. 66-3. 75 
2 9 (2 H, d, J = 8 . 



<b'^tf2 2 : N->^;V'-N- ( 1 -^f-;vbr^'; v>- 4 --f ;W -5 -[4- (tf^^ 



V V > - 1 - )V) 
[0 2 3 21 

[^b9 11 




(2 2) 



[0 2 3 31 

1 (4-^-f-;vT< y) tf^Uv^ts- 1(4 - tf^v v>'- i --Y pv) 

- |4- (tr^U 1 -'f ;v) tf^U y>- 1 --f fcfV >^>- 2 -*;vj3?>®?ti 
, ##^i-e#?>tL/c4-[4- (e^u 1 --r;i') e--^'; i 

^HNMR (4 0 0MHz, CDCI3, .J p p m) 



1. 5 7 - 1 . 7 3 (6 H, m) 
6 (4H, m) , 2. 4 2-2. 
3 . 0 2 (3 H, m) , 2 . 9 8 
46-4. 58 (1 H. m), 7 



, 1. 7 5-2. 
5 3 (2 H, m) 
(3H, s) . 3 
. 1 8 (1 H. d 



:i.41-l. 52(2H, m), 
02(7H, m), 2. 10-2. 3 
, 2. 54 (3H, s), 2. 77- 
. 7 9 - 3. 9 7 (3 H, m) . 4. 
d, J = 2. 8, 8. 8Hz), 7. 

miEi^ 2004-3099190 



#M 2003-330758 



^--J: 62/ 



52 (IH. d, J=8. 8H2) . 8. 19 (IH. d. J = 2. 8Hz) .^^7.^ 
^ (ES I) : 4 0 0 (M+H) 

>fkij^2 3 : N->f-;v-N- (i->^;wt--<'Jv>'-4-^;v) -4-[4- (4. 



10 2 3 51 
Hk9 21 



(2 3) 



CH, 



i-^il (4-^^;vT5/) i^°-^';~:/>t4- 1(4. 4 ->^7;v:tn tf-<u 

^HNMR (4 0 0MHz. CDCI3. 5 p p m) 11. 5 6 - 1. 7 6 ^ 6 H m; , 
1. 8 4 - 2. 0 6 (9 H. m) . 2. 27 (3H. brs) .2 4 8- 2 5 8 (1 
H m) 2. 6 4 - 2. 7 0 (4 H. m) . 2. 7 3 - 2. 8 2 ( 2 H m) 2 8 
!- 2 9 7 (2 H. m) . 2. 90 (3H. s) .3. 7 8- 2. 8 6 (2 H m) 
6. 87 (2H. d. J = 8. 4Hz) . 7. 28 (2H, d. J = 8. 4Hz) 
h;v (E S I) -.4 3 5 (M+H) 

\^im\V'\-^^- ii'^';i^>-i-^^^i-5- (4-v 

[0 2 3 81 
Hl:9 31 



0-0-00^ '''' 



i)^2-u- (e^vy>-i->f^^) i^^';v:^-i-'f;v]-5-rn^tfu5yv 

^f?^nn-5-rn^eV^y> (3 0 0mg. 1. 5 6 mm o 1 ) <^)DMF^f0i ( 
lOmL) 4- (e^i;i;v-l-^;V) ^^'^f ^ 2mg. 2 . 0 3mmo 

1) ^M-feiz-t/A (7 6 4mg, 2. 3 4mmo 1) 'SrSnx.. ^jacl ejra^U^ 

3 0 0. i^nn*;i.A : >^y-;v=i 0 0 : 3) x-mmir^^tKxy). ^iB>fk^tl ( 

3 4 9 'mg, 6 9%) «r»^o 

2) ^5-^nl-2-[4- (l.--^Ui^>-l-^;v) i,-^uy>-l-^^^3^'J5-^'^ 
U6 9mg 0 5 2mmol) Kl. 2-V^Y^^^> i2 OmL) W 2N 

0 6 5mmol) RV'. Thy^:^ ( h u 7 x^;!.*;. 7 ^ v) (0) (1 

ttiiEJ^ 2004-3099190 



mm 2003-330758 



^--J : 63/ 



5mg 0. 0 1 ammo 1) ^UDx.^ ^##ffl^T. 9 ^ '^1^^^^^^ M^^^ 

oo/ ^nn*;vA : p^^y-;v=i 00 : 3) x^mMlr^^tizi^ . m^it^m (i 

'hNMR (3 0 0MHz. CDCla. ^ P P m) • 1- 3 8- 1. 6 6 (8 H._m) 
1 8 7 - 1. 9 8 (2 H. m) . 2. 4 7 - 2. 6 2 ( 5 H m) . 2. 2. « 

7 (2H. m) . 4. 8 4 -4. 9 4 (2 H m) 7- (2H d.^-8 3H 

z) , 7. 71 (IH. d, J=8. 3Hz) . 8. 51 (2H. s) . v^JJ^-s^. h 
(ES I) -.3 4 8 (M+H) 

<bir25:2-[(4-i^-vt^>-i-^^v) e-i;i;>-i-^;v]-5- is-^ 



10 2 4 31 
Hb 9 4 1 




(2 5) 



[0 2 4 41 



ii^m 2 4 hm^xm-cn ^ s - ^ - 2 - 1 4 - j " i" 

^HNMR (4 0 0MHz. CDCla. 5ppm) • 1- .^l-l- 77 (9H._m) 

: 3 2 4 (M+H) 
10 2 4 61 



Hl:9 51 




(2 6) 



1. 8 9- 2. 0 0 (2H. m) . 2. 4 9-2. 6 4 (4 H. m) . 2. 8 3 2 8 

ffitt#2 004-3099190 



S^m. 2003-330758 



^-v : 64/ 



fi m) 4 8 2-4. 9 3 (2H. m) , 7. 5 1-7. 6 7 (3 H m) 

'o'cTh! s) 8. 5 4 (2H. s) ; v^^-^ > ^ME S I ) : 3 9 1. (M 

+ H) 

<bi^l7!2-[4- (e-u-:^>-i-^^v) e-.;yv-i-^^v]-5- (3. 5 

[0 2 4 9] 
l<b9 6l 

a 

(2 7) 




^HNMR (3 0 0MHz, CDCU. 5 P P m) 38"^: g 3 _ g '9 
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